
     1   Application for patent filed 8 April 1997.  The named inventor is
the real party in interest (Paper 20, Supplemental Appeal Brief, page 1).

     2   To the extent these findings of fact discuss legal issues, they may be
treated as conclusions of law.

The opinion in support of the decision being
entered today is not binding precedent of the board
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McKELVEY, Senior Administrative Patent Judge.

Decision on appeal under 35 U.S.C. § 134

The appeal is from a decision of a primary examiner

rejecting claims 1 and 11-12.  We affirm.

A. Findings of fact

The record supports the following findings by at least a

preponderance of the evidence.2



     3   The formula of dopamine is shown in entry 3479 from The Merck Index,
CD-ROM, Version 12:1a, ISSN 1359-2947 (12th ed. 1996).  A copy of the entry is
found in an Appendix attached to our opinion.

     4   The formula of levodopa is shown in entry 5490 from The Merck Index,
CD-ROM, Version 12:1a, ISSN 1359-2947 (12th ed. 1996).  A copy of the entry is
found in an Appendix attached to our opinion.

     5   Decarboxylate means remove a )COOH group.

     6   The formula of carbidopa is shown in entry 1843 from The Merck Index,
CD-ROM, Version 12:1a, ISSN 1359-2947 (12th ed. 1996).  A copy of the entry is
found in an Appendix attached to our opinion.
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The invention

1. In the "Background and Prior Art" portion of

the specification, we are told that (page 1, lines 18 to page 2,

line 12)(matter in [brackets] added):

Parkinson's disease is associated with the depletion of

dopamine[3] from cells in the corpus striatum.  Since

dopamine does not cross the blood brain barrier and cannot

therefore be used to treat Parkinson's disease, its

immediate precursor, levodopa,[4] is used instead because it

penetrates the brain where it is decarboxylated [5] to

dopamine.  But levodopa is also decarboxylated to dopamine

in peripheral tissues and consequently only a small portion

of administered levodopa is transported unchanged to the

brain.  This reaction can be blocked by carbidopa [6] which

inhibits decarboxylation of peripheral levodopa but cannot

itself cross the blood brain barrier and has no effect on

the metabolism of levodopa in the brain.

The combination of carbidopa and levodopa is considered

to be the most effective treatment for symptoms of

Parkinson's disease (The Medical Letter, 35:31-34, 1993

[copy in the record]).  Nevertheless, certain limitations

become apparent within two to five years of initiating

combination therapy.  As the disease progresses, the benefit

from each dose becomes short ("the wearing off effect") and
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some patients fluctuate unpredictably between mobility and

immobility ("the on-off effect").  "On" periods are usually

associated with high plasma levodopa concentrations and

often include abnormal involuntary movements, i.e.,

dyskinesias.  "Off" periods have been correlated with low

plasma levodopa and bradykinetic episodes.

In an effort to reduce the occurrence of "wearing off"

and "on-off" phenomena, a controlled release oral dosage

combination was introduced with claims of slow and

simultaneous release of carbidopa and levodopa from the

formulation (US Patent Number 4,900,755 issued February 13,

1990).  Data from clinical trials cited in the patent

indicate that effective antiparkinson effects were achieved

with fewer daily doses of the controlled release form as

compared with the conventional combination.

2. The specification goes on to say (page 2,

lines 12-22):

Nevertheless, there remains a significant flaw in the

therapeutic application of controlled release carbidopa-

levodopa; that is the considerable delay in onset of action. 

Mean time to peak concentration in healthy elderly subjects

was found to be two hours for controlled release carbidopa-

levodopa and only 0.5 hours for the conventional form

(Physicians Desk Ref., 47th Ed., p. 976, 1993 [copy in the

record]).  A controlled release dosage form that could also

provide rapid onset of action, at least equivalent to that

of conventional carbidopa-levodopa would have an obvious

clinical advantage over current therapy.
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3. The "purpose and principal object" of the

invention is (specification, page 2, lines 33-38):

to provide an improved method for the treatment of

Parkinson's disease by using novel formulations of the

combination carbidopa-levodopa which a) are effective in

preventing the symptoms of Parkinson's disease and yet which

b) act rapidly avoiding significant onset delay common to

the standard controlled release therapy.

4. The formulations of the invention have (1) an

immediate release component and (2) a controlled (or delayed)

release component (specification, page 3, lines 2-4).  The nature

of the invention is described as following in the specification

(page 3, lines 2-9):

The novel oral dosage formulations of the present

invention each contain immediate release and controlled

release components of the antiparkinson agents carbidopa

(5-200 mg) and levodopa (25-600 mg).  The conventional

immediate release combination of carbidopa-levodopa reaches

peak plasma concentrations in 30 minutes whereas the onset

of the controlled release component is two hours followed by

prolonged release over a four- to six-hour period.

5. According to applicant (specification, page 3,

lines 10-16):

The usual daily therapeutic dose of levodopa, when

administered with carbidopa, is 300-750 mg and the dose of

carbidopa approximately 75 mg per day but the latter is

apparently devoid of adverse effects even at doses of 400 mg

per day ***.
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6. Applicant acknowledges, however, that "the

optimum daily dosage of carbidopa-levodopa must ultimately be

determined by titrating each patient ***" (specification, page 3,

lines 15-16).

The claims

7. Claim 1 and 11-12 are on appeal.

8. In their Supplemental Appeal Brief (Paper 20),

applicant does not single out dependent claims 11-12 for separate

consideration.

9. Accordingly, claims 1 and 11-12 stand or fall

together and we consider the appeal on the basis of claim 1. 

37 CFR § 1.192(c)(7).

10. Claim 1 reads (indentation and matter in

[brackets] added):

A method for treating Parkinson's disease using an oral

dosage formulation comprising 

[1] an immediate release layer of 10-25 mg of

carbidopa and 50-200 mg of levodopa and 

[2] a sustained release layer of 25-75 mg of carbidopa

and 100-400 mg of levodopa 

whereby, following administration, carbidopa and levodopa

are available for rapid and sustained therapeutic action.

The examiner's rejection

11. The examiner has rejected claims 1 and 11-12 "as

being unpatentable over the combined teachings" of (1) Dempski,



     7   Dempski is prior art under 35 U.S.C. § 102(b).

     8   Conte is prior art under 35 U.S.C. § 102(e).  Applicant has not
attempted to antedate Conte (37 CFR § 1.131).  In this respect, we note that
Conte is said to be based on a PCT application which is said to have been
published on 31 March 1994.  The published PCT application would be prior art
under 35 U.S.C. § 102(b).
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U.S. Patent 4,900,755 (1990)7 and (2) Conte, U.S. Patent

5,738,874 (1998, filed 24 March 1995). 8

Dempski

12. Dempski describes an invention which (col. 1,

lines 12-17):

is concerned with a controlled release formulation for the

simultaneous delivery of levodopa and carbidopa in the

treatment of parkinsonism whereby the adverse reactions and

inadequacies often experienced with the administration of

standard carbidopa/levodopa combinations are minimized.

13. One carbidopa/levodopa formulation which Dempski

says is "easier to use" (Formulation No. 3) is described in

Example 4 (col. 4, lines 48-62; col. 6, line 47 and 53-54).

14. Example 4 describes a formulation containing

carbidopa and levodopa (col. 4, lines 52-53) as well as other

ingredients needed to cause the formulation to be a controlled

release formulation.

15. According to Dempski, appropriate dosages are

(col. 3, lines 51-52):

     Levodopa       20-1200 mg     Carbidopa     5-300 mg

Preferred dosages are (id.; see also Dempski claim 1):

     Levodopa      100-400  mg     Carbidopa    25-100 mg.
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 16. An understanding of the manner in which controlled

release is accomplished is readily apparent from Figs. 1, 2, 3

and 3a:

17. Fig. 1 "is a cross-section of a tablet-shaped

homogeneous polymer matrix showing the drug components, 1,

homogeneously dispersed in the matrix."  Col. 2, lines 66-68.

18. Fig. 2 "is a schematic representation of the same

polymer matrix, 1, after some of the drug has been delivered by

diffusion by entry of liquids into the tortuous microporous

channels, 2, followed by exit of drug solution through the same

tortuous path.  This matrix remains essentially intact while

delivering its drug content.  Col. 3, lines 1-7).
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19. Fig. 3 "is a cross-section of a schematic

representation of the polymer matrix, 1, after some of the drug

has been delivered by erosion by liquids whereby polymer, 1, and

active ingredients, 2, are dispersed in the fluid as solute or

suspensoid.

20. Fig. 3a "is a schematic representation of the

polymer matrix, 1, after essentially all of the drug, 2, has been

delivered by erosion.  This matrix completely disintegrates while

delivering its drug content.  Col. 3, lines 13-16.

Difference between claim 1 and Dempski

21. Dempski differs from the subject matter of claim 1

in that claim 1 calls for a two-layer release mechanism, one

layer being an immediate release layer and the other layer being

a sustained release layer.

Conte

22. In the "Prior Art" section of Conte, we find the

following discussion concerning the administration of L-dopa,

another name for levodopa (col. 2, beginning at line 42):

A typical example is L-dopa used in treating

Parkinson's disease.  In the organism, L-dopa is metabolized

to dopamine, which is the drug active ingredient.  However,

only the unmodified form, i.e., L-dopa, is capable of

crossing the blood-brain barrier.

L-dopa is rapidly absorbed into the gastroenteric tract

and spreads out in the various organs and tissues, including

the CNS [central nervous system].  L-dopa has plasmatic
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half-life of approx. 1 hr and is converted into dopamine

mainly be decarboxylation.

L-dopa is rapidly decarboxylated to dopamine also in

the gastroenteric tract; hence, the quantity of L-dopa

reaching the CNS is extremely low.  Furthermore, the

presence of excess dopamine deriving from peripheral

decarboxylation in organs external to the CNS may produce

massive side effects.

Should drugs inhibiting peripheral decarboxylation,

such as *** carbidopa, be administered with or before L-dopa

administration, the peripheral conversion of L-dopa into

dopamine would be drastically reduced and higher amounts of

L-dopa would reach the systemic circulation and the brain,

where conversion into dopamine produces the desired

therapeutic effect.  Thus, much lower L-dopa doses can have

a high therapeutic effect and, at the same time, produce

lesser side effects.

In such complex pathological situations, the

availability of pharmaceutical compositions capable of

liberating different drugs at successive times would solve a

therapeutic problem also involving a serious social impact,

the treatments being mainly addressed to elderly persons.

23. Conte describes a tablet which is capable of

overcoming prior art problems (col. 3, lines 8-9) and involves

a device for releasing drugs at different rates (col. 3,

lines 35-36).

24. The tablet is said to consist of (col. 3,

lines 38-46):
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(1) a first layer containing one or more drugs

with immediate or controlled release

formulation;

(2) a second layer containing one or more drugs

with slow release formulation and

(3) a third layer, which is characterized as

being a low-permeability barrier coating.

25. The drugs in the second layer may be the same as

or different than the drugs in the first layer.

26. One preferred embodiment is shown in Fig. 2,

where 4 is the immediate or controlled release layer (1), 5 is

the slow release layer (2) and 6 is the barrier-type layer (3):

27. From claim 6 of Conte (col. 18), it is apparent

that two drugs contemplated for using in the Conte system are

L-dopa and carbidopa.

B. Discussion

1. Prima facie obviousness
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The examiner's prima facie case of obviousness is supported

by substantial evidence in the form of Dempski and Conte.

Dempski tells us that one having ordinary skill in the art

knew that levodopa and carbidopa could be administered

simultaneously for the purpose of treating Parkinson's disease. 

It turns out, however, that a single dose of both compounds had

problems.  Accordingly, Dempski determined that the compounds

should be administered in the form of a controlled slow release

mechanism.  Indeed, applicant concedes that "[t]he examiner

correctly states *** that 'the combination of levodopa and

carbidopa in a sustained release formulation is well known in the

art.'"  Supplemental Appeal Brief, page 2.  The Dempski slow

release mechanism is a "single" layer.

Dempski differs from the subject matter of claim 1 in that

claim 1 calls for a two-layer release mechanism, one layer being

an immediate release layer and the other layer being a sustained

release layer (Finding 21).

Conte, while directed to the administration of drugs in

general, including mixtures of levodopa and carbidopa, describes

a device containing first and second drug layers in which the

first layer involves immediate or controlled release of a drug

and the second layer involves slow release of the same or a

different drug.  The Conte device is said to overcome problems

(col. 2, line 42 through col. 3, line 3)  with devices which

release drugs at a constant rate (col. 3, lines 8-9).  Applicant

concedes that the examiner correctly determined that "the prior



- 12 -

art teaches formulation comprising multiple release layers to

provide for immediate and sustained release of actives, including

levodopa and carbidopa".  Supplemental Appeal Brief, page 3.

One skilled in the art armed Conte would have been aware of

problems associated with the Dempski manner of administration of

drugs.  Conte describes Dempski's problem, as well as its

solution.  Furthermore, Conte explicitly describes solution of

Dempski's problem with respect to administration of levodopa and

carbidopa, the dosages suggested by Dempski, to treat Parkinson's

disease.  Hence, Conte provides a reason, suggestion, teaching,

incentive or motivation to replace the Dempski device with the

Conte device.  Insofar as we can tell, applicant has done exactly

what Conte teaches.  In other words, applicants have used a known

technique in a known manner to address a known problem to obtain

an entirely expected result.  Cf. In re Gorman, 933 F.2d 982,

987, 18 USPQ2d 1885, 1889 (Fed. Cir. 1991) (the claim elements

appear in the prior art in the same configurations, serving the

same functions, to achieve the results suggested in the prior

art).

2. Applicant's arguments

A first argument made by applicant is interesting.  The

argument seems to be that the prior art acknowledged by Conte

or cited against Conte, establishes that Conte must have

discovered something different from what Conte says he discovered

(Supplemental Appeal Brief, pages 3-4).  Unfortunately for
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applicant it does not matter whether Conte correctly understood

the precise point of "novelty" of his invention.  We are not here

to resolve the patentability of the Conte invention; rather, we

are here to resolve the patentability of applicant's claimed

invention in light of what is described by Dempski and Conte.

A second argument made by applicant is that Conte does not

describe the dosages set out in applicant's claim 1 (Supplemental

Appeal Brief, page 4).  In making the argument, applicants

apparently overlook the dosages described by Dempski.  See

Finding 15.  Clearly, one skilled in the art charged with

knowledge of both Dempski and Conte would have immediately

appreciated the fact that the overall dosages described by

Dempski would be used in divided form in the Conte environment. 

Applicant cannot avoid the force of the examiner's obviousness

position by discussing only Conte and playing ostrich with

Dempski.  In re Keller, 642 F.2d 413, 426, 208 USPQ 871, 882

(CCPA 1981) (one cannot show nonobviousness by attacking

individual references where a combination of references is used

to support rejection); In re Young, 403 F.2d 754, 757, 159 USPQ

725, 728 (CCPA 1968) (obviousness rejection cannot be overcome by

attacking references individually).

A third argument seems to be that the Conte layers "comprise

a sustained release core of carbidopa-levodopa overcoated only

with an immediate release layer" (Supplemental Appeal Brief,

paragraph bridging pages 4-5 (emphasis in original)).  We concede

to having some difficulty understanding the precise point trying
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to be made.  However, nothing has been called to our attention

which would demonstrate that the "immediate release layer" of

claim 1 differs from Conte's first layer or that the "sustained

release layer" of claim 1 differs from Conte's second layer.

A fourth argument is that Conte also describes the use of a

third layer and that applicant does not require Conte's third

layer.  The problem with applicant's argument is that its claimed 

formulation "comprises" a first and second layer.  Accordingly,

applicant's claim 1 does not exclude the presence of a third

layer, such as Conte's third layer.  Moleculon Research Corp. v.

CBS, Inc., 793 F.2d 1261, 1271, 229 USPQ 805, 812 (Fed. Cir.

1986) (phrase "comprising" is a term of art which does not

exclude additional unrecited elements); In re Baxter, 656 F.2d

679, 686, 210 USPQ 795, 802 (CCPA 1981) ("comprising" leaves

claim open to the inclusion of any and all additional steps).

C. Order

Upon consideration of the appeal, and for the reasons given,

it is

ORDERED that the examiner's rejection of claims 1 and

11-12 as being unpatentable under 35 U.S.C. § 103(a) over Dempski

and Conte is affirmed.
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FURTHER ORDERED that no time period for taking any

subsequent action in connection with this appeal may be extended

under 37 CFR § 1.136(a).  

AFFIRMED.

               ______________________________)
               WILLIAM F. SMITH              )
               Administrative Patent Judge   )
                                             )
                                             )
               ______________________________)
               FRED E. McKELVEY, Senior      )    BOARD OF PATENT
               Administrative Patent Judge   )      APPEALS AND
                                             )     INTERFERENCES
                                             )
               ______________________________)
               LINDA R. POTEATE              )
               Administrative Patent Judge   )
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Appendix

Ex parte Rubin
Appeal 2001-1035

Application 08/835,482

Entries 1843, 3479 and 5490 from The Merck Index, CD-ROM,

Version 12:1a, ISSN 1359-2947 (12th ed. 1996)
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cc (via First Class mail):

Gildo E. Fato, Esq.
515 Ash Street
Libertyville, IL  60048


